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THE ASSISTANT SECRETARY OF DEFENSE 
WASHINGTON. 0. C. 20301*1200 

DEC 28 1990 


( 


David A. Kessler, M.D. 
Commissioner of Food and Drugs 
Food and Drug Administration 
5600 Fi8hers Lane 
Rockville » Maryland 20857 

Dear Doctor Kessler: 


Under the provisions of 21 CFR 50.23(d)(1)# as 
published in the Federal Register of December 21# 199Q# 

I request a determination that obtaining inf ormea - 
consent is not feasible for pentavalent botulinum toxoid 
( ABCDE ) # bb-ind 3723# because of military combat 
exigencies in Operation Desert Shield* This 
determination would apply to the use of this drug by 
American military personnel at risk of exposure fe o 
botulinum toxins employed as biological warfare agents 
by enemy forces. 


AS summarized in enclosure 1 and supported by 
documentation in the IND file, available evidence 
supports the safety and effectiveness of P en ]j-f v , . 

botulinum toxoid ( ABCDE ) for this purpose. The fatality 
rate among unvaccinated personnel exposed to botulinum 
toxins would be very high and many casualties would oe- 
expected. In such a situation# service members 
became casualties would also pose a liability to their 
unit mission and the overall safety and well being of 
the other members of the unit. Pentavalent botulinum 
toxoid (ABCDE) is currently the only prophylactic 
measure available to persons who are exposed to 
botulinum toxins. During operation Desert Shield, 
informed consent prior to vaccination with pentavalent 
botulinum toxoid (ABCDE) is neither feasible nor prudent 
for the foregoing reasons. The recommedation for use or 
pentavalent botulinum toxoid (ABCDE) without informed 
consent has been concurred in by a duly constituted 
institutional review board (‘enclosure 2). 


Your prompt attention to this request is 
appreciated. A copy of this letter is 'being filed as an 
amendment to BB-IND 3723. Should you need further 
information concerning this request, please contact 
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Lieutenant colonel Gregory ?. Berezuk# U.S. Army Medical 
Research and Development command# ATTN: SGRD-HR# Fort 

Detrick # Frederick# Maryland# 21702-5012# telephone 
(301) 663-2165. 


Sincerely, 


signed ..w— 

Enrique Mendez# Jr.# M.D. 


Enclosures 
Copies Furnished: 

Director 

Center for Biologies Evaluation and Research 
Division of Biological Investigational 
New- Drugs (HFB-230) 

Food and Drug Administration 
8800 Rockville Pike 
Bethesda, Maryland 20892 

Office of Health Affairs (hfy-1) 

ATTN: Dr. Nightingale 

Room 14-95 

Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20857 
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JUSTIFICATION FOR WAIVER OF INFORMED CONSENT 
FOR AN INVESTIGATIONAL NEW DRUG 
BECAUSE OF MILITARY COMBAT EXIGENCIES 


1. IND 

Administration of Pentavalent (ABCDE) Botulinum Toxoid 
IND # 3723, Protocol Title: Administration of Pentavalent 
Botulism Toxoid to At-Risk Individuals During. 

2. nrcSPPEP.„V«L 

Pentavalent (ABCDE) Botulinum Toxoid is intended as a 
prophylactic treatment in the prevention of botulinum toxin 
poisoning (Botulism) for service members involved in Operation 
Desert shield who are at risk of exposure. A team of specially 
trained personnel will be sent with the vaccine to train medical 
personnel responsible for the vaccination procedures. This 
vaccine will be administered by qualified medical personnel , 
specially trained in the administration of Pentavalent (ABCDE) 
botulinum toxoid. It is envisioned that the pentavalent 
Botulinum toxoid will be administered either in medical 
facilities prior to deployment and/or within the area of 
operation. The method of administration is described in the 
Informational Brochure (Attachment 1) . 

3. Safety of the drug. 

Since 1970, almost 10,000 injections of the toxoid have been 
administered to recipients who were subsequently observed for 
adverse reactions. The rate of moderate and severe local 
reactions was 5.8% for the initial series. The rate of systemic 
reaction was very low (3.0 %) consisting of mild symptoms such as 
fever, tiredness, headache, and muscle pain. These systemic 
reactions were usually concurrent with the local reaction. This 
vaccine has successfully protected laboratory workers for 25 
years with only minor reactogenicity and no fatalities. 

4. Effectiveness of the drug. 

Current available evidence has shown that Pentavalent 
(ABCDE) Botulinum Toxoid is immunogenic in humans in sufficient 
quantities after the third dose. Humans have neutralizing 
antibodies to the serotypes present in the vaccine and these 
levels are considered protective against the BW threat. Although 
no humans have been challenged with Botulism toxin an 
extrapolation of the animal data available suggests that humans 
are protected. In experiments with the toxoid, 30 persons were 
immunized on a 0-2-12 week interval. Antitoxin was detectable in 
80% of the volunteers two weeks after the third dose of the 
initial series. This vaccine has successfully protected 
laboratory workers handling the deadly botulinum toxins for the 
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past 25 years, (for additional details see BB-IND—161 and BB— 1ND 
3723) . 

s. Military ssssh at exigency 

Pentavalent (ABCDE) Botulinum toxoid will be administered to 
all service members in an area of operation who are considered at 
risk to imminent exposure to botulinal toxins. Pentavalent 
(ABCDE) Botulinum toxoid will be administered to accomplish the 
military mission and preserve the health of each service member 
and the safety of the unit of military personnel threatened. 

This will be necessary without regard to what might be any 
individual’s personal preference for no vaccination or an 
alternative treatment, should any individual have such a personal 
preference. 

6. Consideration of alternatives. 

There is no alternative prophylactic protection against the 
effects of Botulinum Toxins (ABCDE) . 

7. Nature _of_ the disease or condition involved. 

Botulism is a life threatening disease. 

8. Best Interests of military personnel.. 

Under the circumstances presented, withholding Pentavalent 
Botulinum Toxoid (ABCDE) from any individual service member 
threatened with Botulism toxin intoxication would be contrary to 
the best interests of that individual. 

9. Information to be provided to recipients of JthS-lND^. 

Recipients of Pentavalent (ABCDE) Botulinum Toxoid will 
receive information from the medical personnel administering the 
vaccination concerning the drug. This information will include: 
a. the fact that Pentavalent Botulinum toxoid (ABCDE) is an 
investigational new drug (IND) , b. minor to moderate reactions to 
the vaccine are possible and these should be reported to medical 
personnel, c. Pentavalent Botulinum toxoid is the only 
prophylactic treatment (prevention) for Botulism. Additionally, 
personnel receiving the toxoid will remain in the immediate area 
for 30 minutes after receiving each doBe to monitor immediate 
adverse effects. A 48 hour post vaccine arm examination will be 
requested. Vaccinees will be informed that they are to report 
any adverse local and/or systemic reactions that occur within one 
week after administration of the vaccine. ^See SB-IND 3723 
informational Brochure, Attachment 1). 

Institutional Review Board approval. 

A duly constituted and designated institutional review board 
carefully considered the use of Pentavalent (ABCDE) Botulinum 
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Toxoid without informed consent at its meeting of October 17, 

1990. A copy of the pertinent portion of the minutes of the 
meeting is enclosed (Enclosure 2) * 

11. Manufactur ing Information.. 

Pentavalent (ABODE) Botulinium toxoid is manufactured by the 
Michigan Department of Public Health. The supplier is the U.S . 
Army Research and Development Command, Ft. Detrick, Maryland, 
21702. All manufacturing information concerning the production 
of Pentavalent (ABODE) Botulinum Toxoid is contained in 
Investigational New Drug Applications BB-IND-161 and BB-IND 3723. 
BB-IND-3723 contains authorization from the CDC for the 
Department of the Army to cross-reference BB-IND 161. A letter 
from the. Center for Disease Control authorizing the Office of the 
Surgeon General to cross reference all aspects of BB-IND-161, 
including manufacturing information is enclosed (Attachment 2) . 
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INFORMATIONAL BROCHURE 
PENTAVALENT (ABODE) BOTOLXHOM TOXOID 


( 


ggCTITlfft 

PfHTAVAtSMT nasasi MM 

TOIOtP AtWIWW MOIMMB AP8088EB 
t« a eo6ln*t(tn of ilutliw 
Phosphate-adsorbed toxoid derived 
fro* formoMn* Inactive tad, 
Partially Purl Had type* A,B,C, 0, 
and I botullnua toxins. Each viol 
contains 0.0221 formaldehyde and 
1:10,000 thinsrosal at a 
prmorvattvo. Ths currently 
distributed toxoid la eanufacturod 
by tha Michigan Oepsrttcnt of 
Public Health. 

Administration and Ooaaoa 


shake veil before withdrawing each 
dot a. Administer O.S si of vaccine 
via datp aubcutanaoua injections do 
ret inject intracutamoualy or into 
si^orfieial atrueturoo. Vaccineoa 
will remain In the area whore the 
vaccina is adainlatorod for no lota 
than 30 eliutea after racoivtns 
cadi dote to tenitor {mediate 
adverts effecta. A At hour poet 
vaccine arm examination la 
desirable following each 
Inoculation. .Vaccineoa should bo 
tnfornd that they are to report 
any adverse local and/or systemic 
reaction that occurs within one 
week subsequent to the 
edsinistraticn of the vaeeine. The 
first tnjectien la represented by 
week 0. There is a 2 weak interval 
between the first end second 
injection and a 12 week interval 
between, the first and third 
injection. 


<1X0) in accordant* with tho 
requirement* of the U.t. rood and 
Orug Adeinletration <fDA). It sat 
ba administered under the 
supervision of qualified emdlcal 
personnel. 

2. The toxoid should be 
edslnistered only to healthy wan 
and wonn between the ages of IS 
and 6S years, since investigations 
hive been conducted exclusively in 
that population. 


Initial Vaccination Seri tat 
el. deep eifeeuteneoualy at 0* 
2*12 weeks* 


0.3 


deep 


first Booster t O.S ml. 
subcutaneously 12 (tenths aftor 
the first injection of the Initial 
series. 

Secaipt of osch vseein* dost will 


3. Prsonsncv . The offsets of 
edsinlstratton of the toxoid during 
pregnancy have not boon 
established. Osta art not 

available on tha safaty of 
pentavslont botullrua toxoid for 
tht dovotoping fetus. Thtro should 
bt no rlik to tho fetus from tht 
product Itsolf because tho toxoid 
contains only Inactivated protein. 
However, a theoretical risk from 
severe sllsrglo reaction or 
anaphylaxis doss exist* Tho 
Incidence of more systemic 

reaction* has been txtremiy leu << 
o IS) In previous recipients (Ml* 
and female) af 'this vaccina, tn 
contrast, tho rick to tho 
developing fetus of botulism <* 
probably considerable. Tha toxoid 
should b* given only to those 
pereerm deemed "at risk* to 

exposure of Botullrus toxin. 

Therefore, tn a high-risk 

situation, pregnancy should C£i be 
considered a contraindication for 
vaccination with botulinuo 

pent* vs lent toxoid. 

4. xo ana should b* adsinistorsd a 
second or subsequent booster 
liRiutlsation wloss laboratory test 
have shown antitoxin type I and or 
E to b* below t satisfactory level. 


from animal experiment*. 

In experiment* with tha original 
lot of toxoid (2,3), 30 person* 
were Inuiitod on a 0-2*12 week 
schedule. Antitoxin titers wore 
detectable for all 3 typos of toxin 
In about 003 of the volunteers 2 
weeks aftsr tht third doss of tht 
Initial sertos. Only s small 
percentage had Masurablo titers by 
on* year. Just before tha boosters 
war* given. Eight weeks after tho 
boosters, 1003 of ths recipients 
had imaaurabls titers to all S 
types. 


IHHUMOGEIMCITT 

Experience with pontsvalsnt 
botullrus toxoid hi* shown that: 


tines Initiating the requirement 
for determining antitoxin levels In 
recipients due for boosters* the 
tmunogonicity af tht toxoid in 
hvmaim hat baen reaffirmed. (Only 
type* A, k and/or E antitoxins or* 
routinely assessed.) Utile the 
antitoxin titers attained efter the 
3rd shot of tho Initial scries ar* 
likely to dsctlna in a matter of a 
few months, those established after 
the first booster art relatively 
stable and generally persist above 
the detectable level for ot least 2 
years. A tttsr of titi (0.1S-0.30 
ID antitoxin per ml.) for oithor E 
or E antitoxin I* considered 
satisfactory for deferring a 
booster for 2 mar* years. Aftsr 
evs lusting sera from 183 recipients 
ttksn in 1986, 1982 and 1968 who 
wars duo for booster, 61 (43X) wero 
sbls to postpone them. 

Tho istniwgsnicitles in humm of 
tho two now lots of teioid (lots 
A-2 and B-l) and of tho original 
lot (181) wore assessed by the U.t. 
Army Medical Rsseereh Institute for 
Infectious Oiseaseo (USAKtllD) and 
the results are available for 
conparison (1). The typo • 
antitoxin levels attained after tha 
3rd injection of ths new lots wsra 
significantly highsr for the 
original lot. 


be recorded in tho Individuals (A) It is effective in protecting 

permanent vaccine flit. animals against Intrspsrltonesl In 1988 USAnstlO evaluated 

Additionally, a subset of appro*, challenge with toxina af types, immunited individuals for 

tOO veelneas receiving each vaccina a.S.C.O, and ( of Clottridlven neutralizing antibodies to typo A 4 
jufclot .ill t* orozpeetl vely botul Spun. (I) the seruo antitoxin I boiulinc/n toxins. Aftar the 
identified for monitoring by a levatt in animals at determined by Primary series 9IX had a type A 

postcard- based questioned*. muss protection testa correlate titer » 0.08 lU/ml, and J6X type B 

with protaetiv* activity , and <C) liter » 0.02 lU/nl. After ths 

KtCAUTIONS ths toxoid introduced into man first booster all Individuals 

1. Eotullrut toxoid is not a produce* levels of antitoxin tasted hsd a demonstrable titer for 
licensed product end is distributed thought to be protective aa Judged type Aik (4). 
aa en Investigational Mew Drug by extrapolation of date derived 


1 
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Since 1970, ilmt 10,000 
. Injection* of the toxoid hev* been 
administered to recipient* who were 
subsequently obaerved for edvarae 
reaction*. The ret* of moderat* 
end *ev*r* local reaction* wee 5. 8X 
for the initial eerie* of ehot* and 
10. 7X for booetcr ehot* (Table I). 

In addition, there was a lew 
Incidence of systemic reaction* 

(3. OX) for both the Initial aerie* 
end the booater ehot*. The 
eyeterelc reaction war* flenerally 
■lid conelatlno of fever, 
tlradrmtc, headache, and tutele 
pain. Syateat* reectlcn* were 
of tan Concurrent with loeel 
reaction*. Moderate or tavern 
tyetanle reaction* and aevere local 
reaction* ere not anticipated. 
Because of the docunented Increase 
In reaction*, new let* of tosold 
were manufactured In 1971, but 
distribution of the orlolnsl lot 
was continued until 1981. A recent 
report on a very limited study on 
the rtactoecniclty of the new lots 
of toxoid Indicated that they *re 
probably no lea* reactogcole than 
the previa* lot (1). Noting the 
higher incidence of local reaction* 
following subsequent yearly 
booster* than following Initial 
series shots. It w*» deemed 
edvltebla to evaluate tht need for 
boosters by determining antitoxin 
levels and to boost only when 
necessary. This approach revealed 
that booster* siimequent to tht 
flr»t one ere not nee eatery core 
frequently than at 8 year Interval* 
and that many of thaao booater* can 
be avoided, hr lor to 1971, yearly 
boosters were routinely given. 
Moderate local reaction* Include 
try theme, edema end Induration. 
All such reaction* reach • peak In 
21 hour*, than gradually subside 
and should be gone at 48 or et the 
test 72 hour*. When • emderete 
local reaction occur*, redstlcn of 
the dose of each subsequent 
Inlections te 0.25 ml has been 
shewn to alleviate the reeeticn 
without lopeirlng the antitoxin 
response. tartly, tn Individual 
ray hive a reaction characterised 
by a deep, painless, 
noninf lammetory eubcuteneout 
Induration that may persist for 3 
to 4 weeks. These rarely mature 
rare then 2 to 3 centimeters in 
diameter end ere absorbed without 
residue. 


SUPFtlft 

The toxoid la eupplled by the U.S. 
Army Medical teeasreli end 
Development Contend (USAMROC), ft 
Detrlek. frederlek, Md. 21701. 
Inquiries for toxoid ihMld be 
directed te: 


0.8. Amy Medical teaearch 
Institute of Infection Disease* 
(USAMRU0) 

ATTMi SCM HIIN CUC McKee) 

Medical Division 
Ft. Detrick, Md. 21782-SOU 
Telephone! 301-641*7635 
•Ok* 

U.S. Amy Medical 
Oevelepmnt Activity 
llclofical Systems 
Management Olvlstcn 
Product Manager 
Pentavalent Botullmn 
(AIC0I) 

Division of llclegtcs 
Ft. Detrlek, Md. 21702 
Telephone! 301-643-7681 


Table I 

local Reaction* to Botulinum 
pentavalent (ABCOE) Toxoid («70-W> 
suiter of teection* (X) 


injection 

Muter 

injections 

1 

2 

3 


Hone 

or 

Mild 

2354 

2199 

1947 

6500 


Moderate Severe* 


90 

153 

148 


3 

4 

5 


Metariel 

Project 


Toxoid 


Subtotal 6500 391(5.6) 12(0.2) 

Booster Injections 


1 

2 

3 

4 

Unknown 

Subtotal 
subtotal X 

Total 
Total X 


1079 

141 

14 

496 

S3 

5 

290 

28 

5 

884 

77 

1 

It 

2 

0 

2749 

301 

25 

(89.2) (9.8) 

(0.2) 

9247 

492 

37 

(92.7) 

(6.9) 

(0.4) 


mm £i 

1. Anderson, 4.N. end lewis, 
B.C., Jr. Clinical (valuation of 
Batullnua Toxoids, la tlemedleel 
Aspects cf Botulism. Academic 
Presc, Mew Tork, pp. 233*246, 1981 


2. Cordelia, M.A. BatuUru* 
Toxoids, m Botulism, proceeding* 
of • tysposlm. PH* Mo. 999-FP-l, 
public Health Service, Cincinnati, 
pp. 113-130, 1964. 

3. Fleck, R. A., Cardclla, M.A.. 
and Cearlngar, k.F, St id lee on 
Itnutlty to Toxin* of SlttLdllui 

totullaa - I*. Ixwuwlogia 

Response of Man to Purified 
Pentsvelent A.B.C.O.E Botwllrsie 
Toxoid. 4. timnel. 967-702, 
1963. 

4, Siegel, I.S., Huwn l«n/» 
Response te lotullftjn Pent eve lent 
(ABCDE) toxeid Determined by a 
Neutral iistion Test end by sn 
Cntyme* linked imunosorbent Assay. 
4 . Cltn. Micro. 2 &: 2351 - 2356 , 

1968. 


Key 

Hem * No Reaction* 

Mild • Erythema only; edema or 
Induration which la measurable but 
30 an or less In any one diameter. 
Severe ■ any reaction measuring 
nr* than 210 m tn any one 
diameter or any reaction 
accompanied by marked limitation or 
melon of the am er marked 
axillary node tend* me**. 

• MODERATE AND SEVER* REACTIONS AS 
DEFIMC0 IT THE BE CRITERIA All NOT 
INCAPACITATING. 
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September 5, 1990 


Subject: BB-1ND 161 • Pentavaienc Botulinum Toxoid 

Director 

Center for Biologies Evaluation and Research 

Division of Biological Investigational New Drugs (HFB-230) 

Food and Drug Administration 
8800 Rockville Pike 
Bathes da, Maryland 20892 

Dear Sir: 

We authorise the FDA to cross-reference our Investigational Sew Drug 
application BB-IND 161 when reviewing submissions for the same product from the 
Department of the Army, Office of the Surgeon General (OTSG). 

We also authorize the Department of the Army, OTSG, to cross-reference BB* 
IND 161. 


Sincerely, 


Paul A. Blake. M.D., H.P.H. 

Chief. Enteric Diseases Branch 

Division of Bacterial and Hycotic Diseases 

Center for Infectious Diseases 


cc 4 "'V. E. Brandt 
J. Becher 


ATTACHMENT 2 
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Oactabar 11, 1990 


Enrique Mendez, Jr., M.D. 

Assistant Sterecary for Defense, Health Affaire 
Department of Defense 
Washington, D.C. 20301-1220 • 

Dear Dr. Mendest 

z have received your request, dated December 28, 1990, and 
submitted pursuant to 21 CTR 50.23(d), for a determination 
chat obtaining informed consent is not feasible for the 
investigational agent pentavalent boeuilnua toxoid vaocine. 

Zn reviewing the justification for your request, Z nave 
considered the pertinent factors set forth in the regulation. 
Based upon your assessment of the military operation, I find 
that there is no available satisfactory alternative therapy 
for the prevention of botulism, and Z concur with your 
assessment that informed consent la not feasible and that 
withholding treatment would be contrary to the beat interests 
of military personnel. 

Hy determinations expire one year from the date of this 
latter, or when the Department of Defense informs the 
Commissioner of Food and Drugs that the specific military 
operation creating the need for the investigational agent has 
ended, whichever is earlier. 




Drugs 
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THE ASSISTANT SECRETARY OF DEFENSE 
WASHINGTON. D. C. 20301-1200 

28 1990 


David A. Kessler, H.D. 

Commissioner of Pood and Drugs 
Food and Drug Administration 
5600 Fishers Lane 
Rockville i Maryland 20857 

Dear Doctor ReBaler: 

Under the provisions of 21 CFR 50.23(d)(1) ( aa 
published in the Federal Register of December 21 , 1990) f 
1 requeBt a determination that obtaining informed 
consent is not feasible for pyridostigmine bromide 30mg 
tablets t IND 23 i 509 , because of military combat 
exigencies in operation Desert shield. This 
determination would apply to the use of this drug by 
American military personnel at risk of attack with 
chemical weapons involving organophosphorous nerve 
agents. 

As summarized In enclosure 1 and supported by 
documentation in the I HD file, available evidence 
supports the safety and effectiveness of pyridostigmine 
pretreatment, in conjunction with other drugs as 
treatments, for this purpose. If threatened with these 
chemical weapons# the interests of individual service 
personnel and the overall needs of the military service 
will require that pyridostigmine be used by all 
threatened personnel. No satisfactory alternative 
regimen involving investigational or approved drug 
products is available to deal with these life - 
threatening weapons. Under these circumstances, 
withholding pyridostigmine from any threatened 
individual would be contrary to that individual's best 
interests. The recommendation for use o£ pyridostigmine 
without informed consent has been concurred in by a duly 
constituted institutional review board, enclosure 2. 

Tour prompt attention to this request is 
appreciated. A copy of this request is being filed as 
an amendment to IND 23,509. Should you need further 
information concerning this request, please contact 
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Lieutenant colonel Gregory P. Berazuk, U.S. Amy Medical 
Research and Development: Command, ATTN: SGRD-HR, Fort 

Detrick, Frederick, Maryland, 21702-5012, telephone 
(301) 663-2165. 


Sincerely, 


Gtgnnif 


Enrique Mendez, Jr., M.D. 


Enclosures 

* 

copies Furnished: 

Division oc Neuropharmacological 
Drug products (hfn-120) 

Office of Drug Review I 

Center for Drug Evaluation and Research 

Food and Drug Administration 

5600 Fishers Lane 

Rockville, Maryland 20857 

Office of Health Affairs (HFY-1) 

ATTN: Dr. Nightingale 

Room 14-95 

Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20857 


( 



0«t 

From 

Sutytet 

Te 


DEPARTMENT Of HEALTH A HUMAN SERVICES 


JAN 8 1991 


' ■' : , 

Pyblig HttNh 

Memorandum 


Informed Consent Waiver Review Group (ICWRG) 

IHD 23,309 “ Pyridostigmine Bromide 30 no Tablets ACTlOH 
Cgomlaeioner of rood and Drug* 


a h ?eiSli! fe !2 b ..! #or 2 t i r ^ of Defense (Health Affairs) submitted* 
fhf! q i!! e 4 t ? V««f dated December 28, 1990, for a datarmiiufeiSL» 

inforBi f °oa*tnt for the aforementioned * naticw,t 
^ on * j" *$? nb hot feasible baeauae of the nilltarv 

i; P 21 t ^%o!23(d)(iJ. (DOD> provA<4i * th# ^^imatioi’.et !ottH 

th?«2? p fh!J e ?5 ot ??5 ine# biU « v «® that there la a serious 
threat that Iraq will use chemical or biological Weenon* 

n$W[i f&s&'s in 

waLs •— 

?i!diSi55i??i n ;hi r 2“ Id *. 30 »v$«" “ !S *„« 

the protection of each individual is alao iaportant to S!hi5 At 

?hi l 5Si? 2n5 m ?22*ih???;s , ! f,ty ® iSUStrSi 

cn# unit ana thi ability o t each parson to o*rfo*m i- 
as.lgned toli. i( Individuals oould cSoom Sm t2 
pytldastlgnlns, th.y would, th.re««,, nat «Sl5 b? t,a,lv# 
jeopardising their own life but alio the live* n* «„ 

their unite, rinally, the aSSjeae of the Jilit«v oSSi! ll 
Operation Qaaert Shiald dipanda in large cart 2S LSSliiiJ?- 
the health and capability of the iUrican^iUtdrv 
theee reaaona, DOD has concluded that special £il¥tf?J Jambl* 
circumstances exist in which it la not SeaaiWe to SSLiS* 1 
informed consent for the use of pyridosti^iSe bromide! 


1 *v 



Comaiteioner of Food and Drug* 


a 


Background 

Under the provisions of 21 CFR SO. 23(d) , published in the 
FEDERAL REGISTER on December 21# 1990# the Commissioner may 
determine that informed consent is not feasible when the 
phyeioian responsible for the medical care of the military 
personnel and the investigator named in the IND provide 
appropriate justification and the 'Commies loner finds that 
withholding treatment would be contrary to the beat interests 
of military personnel and there is no satisfactory alternative 
therapy (Tab 2). 


A masting of the Informed Content Waiver Review Group (ICWRG) 
wee convened on January 4# 1991# pursuant to the agency's 
EE oe S5H£ # td review requests from the Department, of Oefenst, 
The ICWRG consists of FDA representatives and the Director# 
office for Protection from Research Risks (OPRR), hhs. 
Representatives of the Department of Oefenst were present at 
FDA's request to serve ae a resource to the ICWRG. 


faliscs* ConMnt WA ^ ,r Pyridostigmine Bromide 30 mg 


Safety and Effectiveness for the Intended Usei 

The'Center for Drug Evaluation and Rseearch (ODER) has 
reviewed the IND 23# 509 submitted by dod for use of 
pyridostigmine in treating military personnel who are at risk 
of exposure to organophosphotue nerve agents* In addition, 
two classified documents submitted by dod w«re examined* 
Relevant portions of IND .23,309, including the clinical 
protocol# are at Tab 3. 

There are pertinent safety /its in both animals and humans. 
Pyridostigmine will be used by the military at a daily dose of 
90 mg# only 15% of the typieal human daily dose of 600 mg used 
in the treatment of myasthenia gravis. Efficacy data are 
based wholly on studies in animals. Pyridostigmine 1.2 ag/kg 
< ***<=• 5 ht dose proposed in Operstion Desert Shield) 

afforded very significant protection (over 20 fold) against 
soman-induced mortality in monkeys when used with a standard 
oxime-atropine antidote. Extrapolation of this effect to 
humans is based on selection of a dose that achisvsa a 20% 
inhibition of blood acetylcholinesterase (AChB) in humans# 
which is the degree of inhibition attained in the protected 
monkeys. The cder rsvlew, dated January 2 , 1991, ie at Tab 4, 
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document 1. 

000 ha • made a determination, baaed on several years of 
mi Ji tar y research, that pretreatment with 
gVf * aojtignina 30 mg tablets thraa timaa daily, in combination 
airtMfe i * given aftar exposure, will 
«S£i.. 8 ** ecciv# P r ®**4*ta4nt of organophoaphorua nervt 

^ased o« ita reviaw of tha safety and 
effectiveness data# that pyridostigmine 30 mg tablets# in 

ooh-USfii?!! ^ fe 5 je*opina and pralldoximt, la the only 

i2!£?l ? r ® tr ®*ti»«n« to raduea mortality after 
fJE2?2 r ?m£K ; hl ; iCii w ®*2® n ® involving orgtnophosphorua nsrvo 
aganta (Tab 4# document 2). There la no ethical means of 

°i r J^ n * 2 U J 4 solivant human efficacy study. In- the* abaanoa 

S£^?SS ;?4 r * th# 2t U J 1 *®® thaft *«U ««tainty aa to 
SuJ^Swl^iS* nt ? affactivanaaa in man at the racoomandad doit* 
but the extrapolation from rhaaua non 1 — — J 1 - 9 

la not unraaaonablt# — * * * 

at least soma extant 

Context of Drug Administration 

The request for waiver from DOD refers to tha use of 
pyridostigmine during potential hostilities associated with 

2? Sh£ l 2?i?I 8er » C SI 1 ® 14 * Operation Desert Shield la the name 
of the military effort mounted in response to the Iraai 

seeJ?i?I }S A ? 9U8 J 1990 » There are numerous pries 

Tit blSlofa i;«;t!! Cl0U * ' h "“ * t " t It,q WlU 

The instructions for use oontainsd in XMD 23,509 describe how 
military personnel, will self administer the tablets in 
conjunction with other approved products. Cor the treatment of 
exposure to organophoaphorua nervt agents when the risk of 
imminent attack is high (Tab 1, attachment 3, page 2*16), The 
drug will be taken under the order of the oorps/divlsion/wino 

ihi’daeUiS 4 S , « 0f #.? r ®" tri4tn#nfe ' th ® °o®»«nder 9 
twenty*on dose * aiti0n fed cont * nui treatment for the full 


— monkey and other animal data 

and pyridostigmine has been protective to 
in other species studied. 
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*y4iltblt to tho*t at risk of nerve agent exposure 
barrier protections suoh as chemical 
SUilSfiH" mt ! Ka ' battic dress overgarments# chemical agent 

<*«eonta«ittation Kits# and secondarily of 
antidote therapy that consists of pyridostigmine pretreatimi? 

? l ! ht th® ?hiSJt» p 5S •555“*S -r 

? x i at, f and th * administration of atropine 
and pralidoxime^ by injection immediately upon exposure to** 

?h2 V iiJ2i?S;.^5i f . th,tt d 5 tt «# treatment is’ eSpJStSd tS enhance 
H*** ■ liktlihood that •xpoiad nilltary perionnal will oonhinu* 
to breathe spontaneously and not die of respiratory arrest* 

The Nature of Organophosphorus Poisoning 


v!!II2-i*J2 c# f r wi2}i ia i fltd Aa Anticholinesterase! compounds 
The a iI!ihiJT«i n 5i b JShS h ! an f y®* Acetylcholines ttr*se<AqM6) , 
72f*.t n 5f bit i on °* * Ch * h * a bstn oonsidsred to be the 1 . 1 

initiating factor in nerve agent toxioity. The nerve acenra 
combine with AChE to prevent its normil function of ^ 

*?f hiti no acetylcholine's (ACh) sotions at synaptic# 
particularly neuromuscular# junctions, yp# 

u? tV *<rJ2 t 2 ta l rt0 * ud 5 tabun (OA), aarin (6B)# soman (00)# and 
*fi d ® v Al°P id ift Germany from 1938 - 1944# are 

t0 * ic ar 8»nopbcsphorus compounds that are liquids 

itmoiphetie^eonditlonif “ '“ dUy v, ' ,orhe 

T5\5sp«irs; l B rss , siJsiii?5^ ar Ti{n t n u;: as»» {or •«*» 

3a^fc M r < «^a.rAss 4M “ c “ * 

a *P° aUfi to chemical weapons involving 
organophosphorus nervs gas agents are dependent on many 

including any actions taKen to avoid or reduo# the 
magnitude and impact of casualty production* Under certain 
circumstances* incapacitation and death may occur* 


Naturi of the Information Distributed to Recipients 

Tht ICWRO has reviewed the information from DOD that is to bs 
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* 5, 

sss sis? *. 

inla?MM2I # {L^ ft hu ** tt *» «nd requested that additional ‘ 

jSSSi w» .., 
Spa Si'is&BK^ 

effectiveness of pyridostigmine pretreatment* 
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Hapiration Data 


IL|f|x2* t ?SS i S:t^5!nS^Si n ^? 1 1 g^f5f e II2rS! t A: e n l5 r , 

«^ , «iaa*22su h ^.. 


- •;«►*,- 


ICWRQ RecowiPsndafaifti^ 


The ICHRO recommends that you approve th» non pim.*** „ . 

ssaa.su s ! ;;is'; 3;4:- k: ‘ : " ; “ 
IS2i*fs*i^4«sgj^^s^S5SpSii^is T Sir t ' 

sSijHy * nlMl * ,,hloh '*•'• p'°tJ e tS p fr t ;s i :o^j;Su 0 , d 

• There is axtansiue experience in humans with mv..vK*„<. 
grtvlt utlnq do.*. o« pyrido.tigBin. S!oh =t«tl! thSi 

^f!f.? copo ! ,d ln tR1 * tr »*t«*nt protocol, ’Ind li hS« no 

»P«oi«lo >*<*ty eono.rn. wltn en. propotti Sliulij d«J? 


I ... 
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j 

individual^Sas*? treatment from %ti^"' 1 - 

' f:ssS 5 5ir?S5:!SJ!ir^SaIxS%!!»^ 

treatment of *iiitlfy f J r **?• «4ueation and 

that will be nidi avaifabu”?? 1 ^!?^?^' ^^ng material 
command* ra ■ w» t , *. phyaioiana and unit 

to modify th« fiald 9 Sanuai S at°tha ?f-i*S* nts * 000 WM4 
remove any implication thae eerileet opportunity to 

thow •fftotivanai* of n bvridoa 5 iiS 4 lf , « k hu ? An that 

5i?fi5! V [l!!S th » '»goua«nt d eount?fS!?.?n?M *f^?!!h 

gru 

tiliS! wSociSJod^ith ?Sr}M2fvJS l S5*w 4mi ?****“"*^ the 

nature of the disease has been provided. ddati9mioe ' * nd the 

‘ •«««“•««« md th .t a . 

informed consent haa been reviauJ^Ei 408 ^? 1 ® 111 * wi *5hout 

«b. Th. tM irtM,; 

' of*ai*SR t S0?S3(4)? , ‘ ,n *' C,,qu " t BMt5 th * «q»lr«Mnt. 
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Tab i 
Tab 3 
Tab 3’ 


. ?■:■ ' vf •*■' - 8 "'■5a^ : *'r : 

• / r " 

•i/' 


Tab 4 - 


Tab 9 - 


wUa\?E £22*4^* AnUtinfc Stortttry offDoftni*. 
waiv*!? w i* h attachaanta, raquaati.no a 

valvar of inforaad oonaant, da tad DaSabJ* U* X fl90* 

* ulr Inf ® rnt « Conaanfe for Bunail Oruoa and 

5‘? : S2«fi,2**l , ? 1 !l*S‘ #n «*•* *«*o»Srt , coSUtiJ 

not ftaaibla, datad Daoaobar 31, 1990. :' w ' mma ' im 

1% !J?J5!:3} 0 Jnvaatigational Now Drug Summary. 
Fyrtdoatignina Bromide, undattd. y » 

a ‘ 199i| a5f5 ° 9 Prot,wo * *»•«*«•**, datad January 2, 

1. COCft Bay lav of OfDirkaiBtal tha imwi. - . «•• v»«t--v,«y<yr 

Fyridoftlgalna 30 ag under 2ND 23,909. • 

a ' jISS«J 4 “ ! 5 n, Ml * oMl( ' CM * t0 l «*a, d.b .4 

1. J laid Manual "Treatment* of Chaaieai Aoant 

2. U3AHR1C0 Technical Memorandum 90-4 

5SSi3gw j?^ -ra9o? fch oev * r ■*««<» 

3 ’ gjMW jil 1 aamii 

January 9, 13 71. " — V^ 1 . 99 >> f^? m t ai, o*taT^ 
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2d9&RA2tDOK' FOR- ASS If 

^SSIJ M 

. JfSISfcMIT SECRETARY? pj?/. : THE**ARHy •' (H&RA) - - X \* 
.^SMtAOT-* ; SECRETARX OF THE NAVY (H&RA) ’ ' / 

ASSISTANT SECRETARY OF THE- AIR FORCE (HKAI&E) 


SUBJECTS ** ^Recording 

..UJTSfttOlU.-. i • etlilii 2 /r\». 


Armed. 


.liman nix ad vare cons' 
vho. were so • inmunl z 
•documents, rosters , 


vaccina, madical paj 
"Anthrax 1 *, ."A vacc; 
similar 4 ; v For; the 
recorded ;the info] 
vaccination", *B-Vai 


OTSG (SGPS-PSP) HQ-USAMRDC 

q/tesv/s 
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^SSfSTANT SECRETARY OF DEFENSE 
-WASHINGTON. b.‘C 20301*1200 
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sy -<i /v 


22 JUL 1931 ; 



*«c«ived in Operation Desert 
(SF 6^)1r^i •^ 0r “ to - Kedical Unaunlration Record 


Persikh Guif operation,, selected units of • the 
&ed Forces received prophylactic vaccinations of anthrax 

•nvA4 A* 77 




■ — ■ >■ ■ — ee and «thd Bolocted unit s 

lered .classified information . Individ ual s 
■ “rf^ information recorded- on various * 
edical immunization record rsp 6oi) , or 


J*®. ?«> • . For anthrax 


——————— • roc 

sonnel may have recorded the information as 
too»v "A-Face", «A-Vax" or something 
uzllnum toxoid, -.medicalvipersonnel^may <have - 
:ion as- "Botulinum", "Bot-Tox", "B 
"B-Vax", or something similar. 


M 


"B-Vaqjjp"; « 

• _ continuity or medical records and to ensure the accuracv 

of medical care, alljj}. active duty and reserve units so affected 

that doqmentation . of vaccination is^Led iSto the 
?«^^ 3aa ^ za ? io iP ecord sp ^ 01 «» accepted medial format 

2e S^if/ a M^ a '1 Wl i" BotUlillua Toxoid." This actioTeSSSr 
be initiated vhile records and units so affected are still 

Ices should ensure that unit rosters or unit 
’ retained fof purposes of epidemiological 
Ion of these immunizations into the 
record is considered unclassified 
the, original records and documents used in 
personnel immunized during Operations 
I®** Storm are still considered classified 
d be treated appropriately. 


be initiated vhile 
accessible. The 
immunization logs a 
tracking. ** Document, 
individual's medica] 
information; hoveve; 
identifying units a 
Desert Shield and D< 
information and sho 


I request that 
Departments report 
Memorandum ,the stat 
above requirement, wl 


fe Assistant Secretaries of the Military 
* me vithin six months of issuance of this 
of actions taken, or upon completion of the 

i An A«f aw « t > 


r v* , . F ” vj jl uie 

|ichaver may occur earliest. Please identify 
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to preserve .available 










BSc 


r~S# 






iv 






rts.vv ' W 11 ? 




^p-ijrtwK'.j itss i *3p» j: 
a^.o'irandiiri .*h«' st 
; j hv v .y vi'CU v fcisie ri t 


«*£• A<rr.u,n 
ichcavs^v. C\<i 


















